OH 



Folic Acid 




0 COOH 



-CHpNH- <\ ^-C-NH-CH 



CH2-CH2-COOH 



NH<~ ' N N 




Ethylenediamine 
EEDQ 



0 COOH 
11 l 

C-NH-CH 0 



CH 2 -CH 2 -C-NH(CH 2 ) 2 -NH 2 



COOH 



(EC),Sulfo-NHS,EDC 



SH HS' 



2) Na 99m Tc0 4 /SnCI 2 



OH 



N 



NH - N 




N 



■CH r NH- 




0 COOH 
II I 
-C-NH-CH 



0 



N 



NaOOH 



99m Tc-EC-folate 



FIG. 1 



CH 2 -CH 2 -C-NH(CH 2 ) 2 -NH 




C=0 



— #- Tc-99m EC-folate — ®— Tc-99m EC 



1.4 




ss 0.2- 



H I I I 

20MIN 1H 2H 4H 

Time After Injection 
FIG. 4 



Control HI Folate co-inj 50 y/nol/kg E3 Folate co-inj 150 [xmol/kg 




Ratio %ID/g Wet Weight 
FIG. 5 



CH 3 




N-CH2-CH2-NH2 



HOOCiy 



NOr 



Metronidazole-NHc 



1) EDC, Sulfo-NHS 

2) NaTcOJSnCI 2 



CH 3 



N 




4? 



0 

II 

NH—C- 



N 0 A 8 



N.COOH 



EC 




> II ' 

TC 

V V 



N N 
NOo 



FIG. 7 



NO: 




'N-(CH 2 ) 3 -NH 2 



w 



/ \ 

HOOCN N COOH 



2-Nitroimidazole-NHc 



1) EDC,Sulfo-NHS 

2) NaTc0 4 /SnCI 2 



SH HS 
EC 



/ 



N0 2 o 

w 



\ ii / 

\/ V 



n 



A/0; 




w 



F/6. 5/I 




I I I I 1 I 

O OO CO ^ C\j O 

i — 

ouey pooig-of-joiuru 



FIG. 11 A 




FIG. 11 B 



FIG. 12 



-0.09 0.03 0.14 0.26 0.37 0.49 0.68 0.71 0.83 0.94 1.06 



2000- 




0.0 2.0 4.0 6.0 8. 0 10.0 12.0 14.0 16.0^ 18.0 20.0 



1 



FIG. 13 



N * 

^ jo 

■* i 

■ t— * 




C5 
CO 




3: 



S 





8 



CO 

3 

£ 

I 

CO 



s 

o 
co 



c 



o 



co 
o 

8 



S 5 cm cm O 
3; =C 3= O 

co— co— co— co 
o a- 

S? c\i cm O 

3; a: :c o 
o— co— co— o 

I 

S* cm CM O 

3: 3: 3= o 

CO— CO— CO— CO 



3 



o 
co 

at 

CO - 

1 

o 

CO 

a. 



o 

I 

s. 

I 



a: 3: o 



a: 3: o 



a: o 



5 



a. 

§ 

I 

CO 



a. 

s 

o 

.CO 

CO 
CD 



CO 



CO 

o 




1 




Met 

Colchicine (COL) 



1) H 2 S0 4 IH 2 0 

2) Na 2 C0 3 




HO 0 
C0L-NH 2 



1) C0L-NH 2 

2) 0 _ 0 

HO X H Hj HO 
^SH HS^ 

EC 

3) 1N-NaOH 

4) EDC-HCI/Sulfo-NHS 




EC-COL 



0 



N TV. 
H H 
SH HS 




HO 



Na 99m Tc0 4 /SnCi 




HO 

" m TC-EC-COL 



FIG. 21 




9.0- 




Tumor-to-Blood Tumor-to-Muscle 
FIG. 24 




FIG. 26 




o o o o o 

^ oo c\j r-: o 



ojjey punojByoeg-oi-joiuni 



V V Q, O 

© o. a o 

a a o. o 

a a q 



/6 



20 



24 



28 



FIG. 28 



W 



Si!* 




o © © © 

. Q O 




O 



FIG. 30 




FIG. 31 



oooo 

o o. o. o 
o» © o. o 

^^26 f^P7 



2/ 



25 



29 



F/G. 34 




FIG. 35 




FIG. 37B 



CO 



oo 



"c\j 



CM 
"c\j 



'c\j 



co 
"eg 



'c\j 



oo 



CO 



oo 
oo 



I S5 



2.000 



EC (60[ig/ml in water) 



CO 



222.5nm 0.852 



-0.050 

nm 200 



240 



280 



320 



360 



400 



FIG. 40A 



2.000 



QQ 



-0.050 

nm 200 




FIG. 40B 



2.000 



EC-Neomycin (60[ig/ml in water) 




FIG. 40C 




FIG. 41 



99m Tc-EC-NEO 



LJ 




18 F-FDG 







J 





FIG. 45 




o 

Uj 



co 10 ^ oo eg ^ o 

amdf) Bma/o % 




9)ietdn6nj(uo% 




6u!peo^ asooniQ mm oBubqq jo % 



2.000 



co 
oca 



-0.050- 



nm 200 



240 




280 



320 



360 



400 



FIG. 50 



2.000 



co 



-0.050 



nn)200 




FIG. 51 



2.000 



eo 

OQ 



-0.050- 

nm 200 



240 



280 



320 



360 



400 



FIG. 52 



2.000- 



co 

OQ 



-0.050- 

nm200 



240 



280 



320 



360 



400 



FIG. 53 



=5 
CO 



JEN «•>! 

3; 3; O 




+ 



o 

3~ c\j c\j O 
■JL <M c\j O 



i 

o £ 

O c\j eg O 

^ a: a: p 



CO 

o 

i 



I 

o 

at a: 3: o 



£ 5 

5: 



a: a: 3: p 





CD 

5 

ctJ 

CO 

o 
CO 

i 

o 
*V 
K 



i 

o 



c 




5 



o 



o 
a: 



a: 

CM 



5 

EC 




CO 


10 




3 


c5 




CD 


O CD 












Ci 















I 



CO 

o 



CO 

s 

a: P: 

CM 



<3 



CO 



CO 



o 



QC Uj JO 



i I i I i I i r 

o o cS c> o o c5 




amdf) 6njQ jo % 



CD 

I 



CD 



N, 



Uj 
C3 

Sou. 

3 



=3 



CM 



cm 



2 



PP">5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 



FIG. 61 



JUUL. 



I I I I | I I 1 I | I I I I | I I I I | I 

ppm 5.0 4.5 4.0 3.5 



'i 1 1 1 1 i * 
3.0 2.5 



FIG. 62 



cps 




FIG. 64A 



FIG. 64B 




2.000 



co 



-0.050- 

nm2bo 



240 



280 320 360 

FIG. 66 



400 



2.000- 



QQ 



-0.050- 
nm 200 



240 



280 



320 



360 



400 



FIG. 67 




CO 



CO 

§ S3 




CO CD 

CD ^ S 

O « § I 1 1 

^ ^ c\j 

nam I 



o o o o c> e> o o 



*Wto % 




awdp % 



—J —J 

^ CD CD 

^ CD CD 




amdn % 




(lo/Btu) asoonio poo/g 




fto/Bui) dsoonio poo/g 



CO CO 
QC QC 



1 



3 



1UV3H 



BRAIN 



TUMOR 



URINE 



INTESTINE 



MUSCLE 

co ^ 

THYROID § ^ 

KIDNEY 



SPLEEN 
STOMACH 

LIVER 

LUNG 

BLOOD 



6 /a 1 % 



CO 

o 

^3- 



CC 



o 
a: 

CM 



N*. CO 



10 



CD 



CO 



CO 
eg 



C3 



o 

CD 



s 



CO 

§ 
s 



CO 

o 
3: 
cm 



o 

CO 



CO 

o 
3= 



o 

eg 



to 

CM 



10 ^> 



CO 

o 
a: 



00 



CO 

o 



5 

CO 



3 



c\jooco^c\i^ooco^c\io 

O O O O Ci O O O 



CO 

§ 



s 



CO 

o 



o 

CO 



co 



uo 

Cxi 



CM 



uo 




lO C\| io t-* Uo o 

c\j t-: o 



hi 

CO 

o 
a. 



GO 



a. 
o 

I 

0C 



FIG. 84A 




FIG. 85A 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 



□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




COLOR OR BLACK AND WHITE PHOTOGRAPHS 



